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Clinical scenario

* 73 year-old woman

* Diffuse large B-cell lymphoma with multiple
lymphadenopathies, Stage IVBE
* chemotherapy started from 19/11/2008
e Cyclophosphamide
e Doxorubicin
e Vincristine
 Prednisolone

* Prevention of tumour lysis syndrome




Clinical scenario (cont’d)

e Pre-Chemothearpy
« 8/11 LDH: 369 IU/L ; Uric acid 2.8mg/dL
 13/11 LDH: 430 IU/L ; Uric acid 5.5mg/dL
e Post-Chemothearpy
e 20/11 LDH: 607 IU/L; Uric acid 7.4mg/dL




Clinical Problem

* What shall we chose to do in order to prevent her
suffers from tumour lysis syndrome?
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g Clmlcal Problem (PICO)

73 year-old woman

Diffuse large B-cell ymphoma with
multiple lymphadenopathies undergo
chemotherapy

I Rasburicase or allopurinol

C [fluid hydration only

O |Better pretreatment agent for tumour lysis
syndrome on prognosis and economical
consideration
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INTRODUCTION — Tumor lysis syndrome (TLS) is an oncologic emergency that is caused by massive tumor cell lysis with the release of large
amounts of potassium, phosphate, and nucleic acids into the systemic circulation. Catabolism of the nucleic acids to uric acid leads to hyperuricemia,
and a marked increase in uric acid excretion can result in the precipitation of uric acid in the renal tubules and acute renal failure. Hyperphosphatemia
with calcium phosphate deposition in the renal tubules can also cause renal failure.

TLS most often occurs after the initiation of cytotoxic therapy in patients with high-grade lymphomas (particularly the Burkitt subtype) and acute
lymphoblastic leukemia. However, TLS can occur spontaneously and with other tumor types that have a high proliferative rate, large tumor burden, or
high sensitivity to cytotoxic therapy.

The best management of TLS is prevention. The preventive regimen consists of aggressive intravenous hydration, and the administration of the
hypouricemic agents rasburicase (recombinant urate oxidase) or allopurinol. (See "Prevention" below).

The definition, classification, pathogenesis, etiology, clinical presentation, prevention, and treatment of TLS will be reviewed here. Issues related to
treatment of the particular malignancies that are associated with TLS are discussed separately. (See "Treatment of Burkitt leukemia/lymphoma",
section on Tumor lysis syndrome, and see "Treatment of adult T-cell lymphoma/leukemia", and see "Overview of the treatment of acute lymphoblastic
leukemia in children", section on Tumor lysis syndrome, and see "Complications of acute myeloid leukemia", section on Tumor lysis syndrome).

DEFINITION AND CLASSIFICATION — Although there is a general consensus that TLS represents a set of metabolic complications that arise from
treatment of a rapidly proliferating and drug-sensitive neoplasm, there have been relatively few attempts to specifically define the syndrome [1,2]. The
1993 Hande-Garrow classification system distinguished between laboratory versus clinical TLS in the four days following treatment, but did not take into
account patients who already had abnormal laboratory values prior to treatment or those who developed metabolic abnormalities at a later time point
[3].

Cairo-Bishop definition — The Cairo-Bishop definition, proposed in 2004, modified the Hande-Garrow classification by providing specific laboratory
criteria for the diagnosis of TLS both at presentation and within seven days of treatment [2]. It also incorporated a grading system to help delineate the

degree of severity of TLS.
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Recommendations

* For all patients at high or intermediate risk of TLS

e recommend aggressive fluid hydration (2 to 3 L/m2

daily) to achieve a urine output of at least 8o to 100
mL/m2 per hour (Grade 1A).

e If there is no evidence of acute obstructive uropathy
and/or hypovolemia

« diuretics may be used to maintain the urine output, if
necessary.
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Recommendations (cont’d)

* For the initial management of both adult and
pediatric patients at high risk for TLS,

e recommend rasburicase rather than allopurinol
(Grade 1A).
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tumor lysis syndrome

Patient stratification by risk for tumor lysis syndrome

Type of cancer

High

MNHL

ALL

AML

CLL

Other hematologic malignancies
(including CML and multiple myeloma)
and solid tumaors

Burkitt's,
lymphoblastic, B-ALL

WBC =100,000/microL

WBC =50,000/microlL,
monoblastic

Risk

WBC 50,000-100,000/microL

WEBC 10,000-50,000/microL

WEBC 10,000-100,000/microL
treated with fludarabine

Rapid proliferation with
expected rapid response to
therapy

or

Low

Indolent NHL
WEBC
=50,000/microL

WEC
=10,000/microL

WEBLC
=10,000/microL

Remainder of
patients

MHL: non-Hedgkin's lymphoma: B-ALL: Burkitt's acute lymphoblastic leukemia; DLBCL: diffuse large B-cell lymphoma; ALL: acute
lymphoblastic leukemia; AML: acute myeloid leukemia; CLL: chronic lymphocoytic leukemia; Tx: treatment; CML: chronic myeloid

leukemia.

Reproduced with permission from: Coiffier, B, Altman, A, Pui, CH, ot al. Guidelines for the management of pediatric and adult tumer lysis
syndreme: an evidence-based review. J Clin Oncol 2008; 26:2767. Copyright ©2008 American Society of Clinical Oncolegy. All rights reserved.
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Grades of Recommendation

Grades of Recommendation

consistent level 2 or 3 studies or extrapolations from level 1 studies
C lewel 4 studies or extrapolations from level 2 or 3 studies
D lewel 5 evidence or troublingly inconsistent or inconclusive studies of any level

"Extrapolations" are where data is wsed in a situation which has potentially clincally important differences than the original study situation.




Critical Appraisal

* Will the results help me in caring for my patient?
(ExternalValidity/Applicability)

* yes
* Is my patient so different to those in the study that
the results cannot apply?
° NO
* Is the treatment feasible in my setting?
* yes
* Will the potential benetfits of treatment outweigh the
potential harms of treatment for my patient?
° NO
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Abstract: Tumeour lysis syndrome (TLS) can be a life threatening complication of cancer therapy where cells

undergo overwhelming lysis. The resultis a pattern of metabolic abnormalities leading to acute
renal failure and possible coagulopathy. Prophylactic pharmaceutical interventions can prevent this
syndrome in almost all patients reducing possible admission to the intensive care unit. This aricle
reviews the clinical efficacy, side effect profile, dosing and administration of rasburicase, an
intravenous recombinant urate oxidase used in patients at risk of Tumour lysis syndrome due to a
high tumour burden or where treatment is required. Rashuricase is an expensive but effective
treatment option in the prevention and treatment of tumour lysis syndrome.
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Results

* In lower risk patient groups

e allopurinol remains drug of choice as its safety and
efficacy is well established and is a fraction of the price.

* Acute T and B cell lymphoblastic leukaemia and non-
Hodgkin's lymphoma (NHL) i.e. Burkitt's and
lymphoblastic lymphomas (high risk)

e likely to require rasburicase due to its superior efficacy
and route of administration.

e Although allopurinol does have an IV form

o this is unlicensed, hard to obtain and less effective.
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Recommendations

* This article reviews
e clinical efficacy
e side effect profile

e dosing and administration of rasburicase

® Rasburicase is an expensive but effective treatment
option in the prevention and treatment of tumour
lysis syndrome.
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"Extrapolations" are where data is wsed in a situation which has potentially clincally important differences than the original study situation.




e

ﬂﬂﬂﬂﬂﬂﬂ N
Critical Appraisal

* Is the economic evaluation likely to be usable?
* yes
* How were costs and consequences assessed and
compared?
* yes
* Will the results help in purchasing services for local
people?

° yes
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Conclusion

® Our patient is in the intermediated risk

* As concern on the medical costs and the availability
in our hospital, we will apply allopurinol first

* Regular follow-check of LDH and uric acid levels

e administration of rasburicase if uric acid levels are >8
mg/dL







